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DETAILED ACTION 

This Action is in response to the communication filed on 7/3 1/08, which has been 
entered. 

1 . Applicant's arguments are addressed on a per section basis. The text of those sections of 
Title 35, U.S. Code not included in this Action can be found in a prior Office Action. Any 
rejections not reiterated in this action have been withdrawn as being obviated by the amendment 
of the claims and/or applicant's arguments. 

Claims 27-32 are currently pending and are examined herein. 

Claim Rejections - 35 USC § 112 

2. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

3. Claims 27-32 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for the claimed method wherein the VEE-specific antibody is administered 
subsequent to VEE administration and infection, does not reasonably provide enablement for the 
claimed method wherein the antibody and VEE are administered concurrently. The specification 
does not enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the invention commensurate in scope with these claims. 

Factors to be considered in determining whether a disclosure meets the enablement 
requirement of 35 USC 1 12, first paragraph, have been described by the court in In re Wands, 8 
USPQ2dl400 (CAFC 1988). 

Wands states on page 1404, 
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"Factors to be considered in determining whether a disclosure would require undue 
experimentation have been summarized by the board in Ex parte Forman. They include 
(1) the quantity of experimentation necessary, (2) the amount of direction or guidance 
presented, (3) the presence or absence of working examples, (4) the nature of the 
invention, (5) the state of the prior art, (6) the relative skill of those in the art, (7) the 
predictability or unpredictability of the art, and (8) the breadth of the claims." 

The nature of the invention 

The claims are drawn to a method of administering a VEE and a VEE-specific antibody 
to increase the infectivity of the VEE. Thus, the invention is in a class of invention, 
biotechnology, which the CAFC has characterized as "the unpredictable arts such as chemistry 
and biology." Mycogen Plant Sci., Inc. v. Monsanto Co., 243 F.3d 1316, 1330 (Fed. Cir. 2001). 

The breadth of the claims 

The claims are broad in the sense the they embrace administration of the VEE and the 
antibody together or separately. It is noted that claims 3 1 and 32 indicate that the VEE and 
antibody are administered concurrently and in a single formulation. 

The unpredictability of the art and the state of the prior art 

The prior art teaches that ADE was a known phenomena wherein an antibody specific for 
a virus would increase the infectivity of the virus (e.g., see Gould et al.). However, the prior art 
specifically teaches that ADE was only observed when the antibody was administered 
subsequent to administration of the virus. Specifically, Gould teaches "Enhancement of 
virulence could be induced. . . if the virus were allowed to establish a productive infection in the 
mouse brain before the antibody was administered." (see abstract; also see pages 1606-1608). 

Working Examples and Guidance in the Specification 
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The specification does not appear to disclose a working example were VEE and VEE-E1 
or E2-specific monoclonal antibody was administered concurrently. Example 6 discloses that 
mice were infected with virus elements 3 weeks prior to administration of the monoclonal 
antibody. 

Quantity of Experimentation 

Considering the teaching of the prior art and the limited working examples presented, 
further experimentation would be required in order to fully enable the claimed invention. 
Level of the skill in the art 

The level of the skill in the art is deemed to be high. 
Conclusion 

Considering the nature of the invention, the breadth of the claims, the unpredictable 
nature of the invention as recognized in the prior art, the limited amount of working examples 
and guidance provided, and the high degree of skill required to practice the invention, it is 
concluded that the specification does not provide an enabling disclosure for the instant claims. 
Therefore, additional experimentation is required before one of skill in the art could make and 
use the claimed invention. The amount of additional experimentation required to perform the 
broadly claimed invention is undue. 

Claim Rejections - 35 USC § 103 

4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
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having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

1 . Claims 27-30 are rejected under 35 U.S.C. 103(a) as being unpatentable over WO 
95/32733 (Johnston et al, previously of record) in view of Gould et al. (J. Gen. Virol, 1989; 
Vol. 70, pages 1605-1608). 

Johnston et al. teach a method wherein an VEE virus which encodes and expresses a 
heterologous immunogen is administered to a subject as a vaccine to protect the subject against 
disease wherein the subject can be a human (e.g. see abstract; page 2, lines 17-30; page 6 line 30 
through page 7, line 25). 

Johnston et al. do not teach to administer an antibody that specifically binds to the El 
glycoprotein of the VEE along with the VEE. 

Gould teaches antibody dependent enhancement of Yellow Fever (YF) and Japanese 
Encephalitis virus (JEV) neurovirulence when monoclonal antibodies specific for E glycoprotein 
of the infecting virus is administered to a subject 3 days after administration of the virus (e.g., 
see abstract, Tables 1-3, etc.). 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the 
time the invention was made to combine the teachings of Johnston et al. and Gould et al. to 
create a method of using El glycoprotein specific antibodies with an VEE that comprises a 
heterologous sequence, wherein the antibody is administered subsequent to administration of the 
VEE in order enhance the infectivity of the VEE in a subject, including to a human with a 
reasonable expectation of success. 

The motivation to combine the references to create claimed invention and is provided by 
Gould who teaches that administration of E-glycoprotein monoclonal antibodies 3 days after 
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administration of YF or JEV enhance the infectivity of the virus. Furthermore, the fact that the 
antibodies enhanced infectivity of the YF and JEV virus in mice demonstrates a reasonable 
expectation of success that infectivity of the Encephalitis virus taught by Johnston et al. could be 
enhanced in a subject, including a human, without causing significant pathology. 

Response to Arguments 

2. Applicant's arguments with respect to the rejection(s) of the claim(s) have been fully 
considered and are persuasive. Therefore, the rejection has been withdrawn. However, upon 
further consideration, a new ground(s) of rejection is made for the reasons indicated herein. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to J. E. Angell whose telephone number is 571-272-0756. The 
examiner can normally be reached on Monday-Thursday 8:00 a.m.-6:00 p.m. . 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James Douglas Schultz can be reached on 571-272-0763. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/J. E. Angell/ 

Primary Examiner, Art Unit 1635 



